PCT/KR03/01279 

RO/KR28. 08. 2003 

10/518377 

1/10 



FIG. 1 



1 ag 1 1 gag t cgcaa t ag t g t ggcgaac 1 1 ca aa t gccc 1 1 ac t g t ccgcgaacaaccacca 1 1 gcccaggc t g t gcaggccaga 1 1 1 g 1 1 a 

91 a 1 1 1 g t gaaaag t ggaaaaaa 1 1 1 a 1 1 ccg c t a t gcc t aaccgaagagcccgcaagaaga ggcggacagaagac 1 1 1 1 ccagc t c 1 1 egg 

181 ca t c t gaaaacga t ag t gac t ccgagagcg t gaccag t g t acaggaagagcagccgga t g cgcccgaaaca t acacaa t aga t ggee t gg 

271 acacgcaagaggtgtctgacagcacacagg tgagactccaacagctgaacgcagacaggt tggccagcatagagcaaagcctttcaggca 

36 1 acc t caaac t ggaca t aaacgcag t aegee aga t aga t ga t g t gcg t gagcagc t gcaga acgag t a 1 1 1 gaagaaa 1 1 gc 1 1 g t caca t 

451 attctgaggacctggatgcgctgcgtcaga aaaccgatttcaaggaaaactcactcaaaa ccctcgcccgtcttctcaaagagagcggaa 

541 acatat t tgatgatggaactctcaagtcgc tagt tgagtgatgtatatgataatgtctaa 1 1 1 taat 1 1 tcatcagtgtgcaagatctgg 

63 1 gc 1 1 agecg 1 1 c t aaa t gg t a t a 1 1 caggc t g t gcaagccaca 1 1 1 aaaa 1 1 acccca t c gg 1 1 1 1 1 aaa 1 1 c t a 1 1 g 1 1 agaaa 1 1 agg 

72 1 a t c t aca t agagg t agag t gagcaacagaa ca 1 1 g 1 1 1 gc t a t ccgggccc t ccgac t gg aacg t c 1 1 acc 1 1 cage tactatttattca 

8 1 1 gaaaaaagag t gca 1 1 1 1 ca t c t a t caagg t c t caaag t g t cgaa t caaa t cac t ag t a t 1 1 1 1 1 ccgagac t aaaaaaaag 1 1 gacaca 

901 ATGAAAGTTGCTACACTGTTTTTCTTGGCT TCGAGTGTCTGTGTGCTGGGAGACCCACAG TTCGTGAAACTGGAGGCCTCTGTTCTTCGG 

©M K V (\ T I P E I A S S Y ft Y t fi opq fvkleasvlr 

991 GGATCCACTTACAAGGATTCCCAGAAGGGG GCCAAGCCGTTCATGTTGGAAAAGAGGGCT GATGACGGCTCGGTCACGATGGAATTGCAG 

GSTYKOSQKG AKPFMLEKRA DDGSVTMELQ 
1081 AACGCCCAGTCTTTCTACCAAGTCGAGATC GAGATAGGATCTGATAAGCAGAAGGTGGGG GTTTTGATTGATACCGGTTCCTCGGACTTG 

NAQSFYQVE I E I GSDKQKVG VLIDTGSSOL 
1171 TGGGTGATGAACTCGAATAACTCTTACTGT TCGTCTTCCAGCACTAAAAAATTGAAACGG GACGGACCGGCCGATGCGCTACAAAAAGGA 

WVMNSNNSYC SSSSTKKLKR OGPAOALOKG 
1260 CGCGATCTTTCCGACCTGTACAATTTCAAC TCTCCAAACGAAGACAACAATGCAAAAGGA TTCTTGGGTGGCTGGGGAGACTTGACCACA 

ROLSOLYNFN SPNEDNNAKG FLGGWGOLTT 
1351 GTAGAGACTGCAACCCAGGATGAGACACAG ACGXTCTCGCTGCGCAGGCCACCGTGGAC TGCTCGCTATACGGAACGTTCAATCCTTCA 

VETATQDETQ TALAAQATVO G SLYGTFNPS 
1441 ACGTCCAATTCGTTCCACAACAACGGCACC ACATTTGAGATTTCGTACGCGGACCGCACT TTTGCCCGTGGAACCTGGGGCTACGATGAT 

TSNSFHNNGT TFE I SYADRT FARG T W G Y 0 0 
1531 GTCACTTTCAATGGTGTCACGGTTAACGAT CTCTCGTTGGCCGTGGCAGATGAAACAGAT TCTTCGACTGGTGTTTTTGGTATCGGATTG 

VTFNGVTVNO LSLAVADETD SSTGVFG I GL 
1621 AGGGAATTGGAAACCACATACTCAGGAGGC GGACCACAGCATTACATCTACGACAACTTA CCTTTCAAAATGGTCGACCAGGGACTCATC 

RELETTYSGG GPQHY I YONL PFKMVDQGL I 
1711 AATAGAGCCGCCTATTCCGTCTACCTGAAC TCAACTGAGTCCAGCACTGCCTCGATCCTC TTCGGTGCGGTTGACCAAAGCAAATATACC 

NRAAYSVYLN STESSTASIL FGAVDQSKYT 
1801 GGAAGTCTTGGCTTGCTTCCTATCATCAAC ACGGCTGCTTCCTACGGTTACCAAAAGCCT CTAAGGCTCCAAATCACCCTGTCTGCCATT 

GSLGLLPI IN TAASYGYQKP LRLGITLSAi 
1891 ACGGTCAGCGACTCCAGAGGACAGCAAGCA AGCATTGGTTCAGGAGCTGCTGCTGCACTT CTTGATACCGGAACGACTTTGACGTATGCT 

TVSDSRGQQA S I GSGAAAAL LOTGTTLTYA 
1981 CCAAGCGAGATTGTCGAGAAACTTGCTGAA ACCCTAGGCTTCGACTACAGCAGCTCTGTC GGGGCCTACGTGGCAAGATGCAGGGACGTT 

PSE I VEKLAE TLGFOYSSSV GAYVARCRDV 
2071 GATAGCTACGCTGTCAACTTCGACTTCCAG GGTAAAGTGATTGAAGCTCCTTTGAGTTCC TTCCTGATTGCTCTGCAAACCAACTCCGGA 

DSYAVNFDFQ GKVIEAPLSS FL I ALQTNSG 
2161 GAAGTTTCCTCCTACTGCGCATTGGGTATT TTCTCCTCTGGAGACGAATCCTTCACGCTC GGCGATACTTTCCTGCGAAACGCCTACTTT 

EVSSYCALGI FSSGOESFTL GOTFLRNAYF 
2251 GTGGCTGACCTCGAGGGATATCAAATCGCT ATAGCTAACGTGAACCTGAATCCTGGAGCC GAGCAAATTGAGGTCATCTCAGGCAACTCC 

VAOLEGYQ I A I ANVNLNPGA EQIEVISGNS 
2341 ATTCCTTCTGCTTCGTCGGTTTCCGATTAC TCCAATACCTGGGGCGCCTCTGCCACCGCT TTGGACACTGACAGGCCTACTACTCTGGGA 

IPSASSVSOY SNTWGASATA LDTDRPTTLG 
2431 TCT GTGACTGCT GTGGGCGATGAAAGAGTG ACCTCGACCAAGAAGGTTTCGAGTGTGAAG ACAAGCACTTCGTCCGGGTCCGGGTCCACT 

SVTAVGDERV TSTKKVSSVK TSTSSGSGST 
2521 TCGGAGTCGTCTACGTCCAGTTCGCATTCC AGCAATGGCCCAAGGACAGTAGGCTTTAGT TTGTGTGCCGTTTTGTGCGCATTCTTGATT 

SESSTSSSH 5Tn) S N fi P ftgj v/ n r s | H A V I H ft F I L. 

2611 TCTATACTAGTTGTTTGCtagatctgaagr^ctaaggggcttta^cttcatttatgatt tttttttatttggaccgcctcgaattgttt 

5 I I V V fi - 

270 1 1 1 ccgacggg t c t ac 1 1 1 aaagc t gcaaga t c t eg 1 1 1 ageg t eg 1 1 1 a 1 1 1 c t eg 1 1 eg 1 1 1 ag t gacaaaaaaacagaaaaaaaaac t 
279 1 at aaaaagegg t a t a t aacc 1 1 1 a t a 1 1 1 1 ga t aaaca t gagcagegaaa 1 1 aagc t age accaaagga 1 1 acgagaaggacaaggag 1 1 
288 1 cgccaaggc t c t gca t ggcaaggacgccgc gagege t acaggaa t gag t gc 1 1 ggg t gaa gaaggacaaggaagc t caaaaag t cgega t 
2971 ggaaggatatt tcaagcactgggacgggaa aaccgacgaggagact gaaaag tcgagact cgaggactactcgacgctcaccaagcacta 
306 1 c t acaacc t gg t gaegga 1 1 1 c t acgag t a t gga t gggga t cc t eg 1 1 ccac 1 1 1 1 ccag a t ac t acaagggagageca 1 1 1 agacaagc 
3151 t 
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Sefectbn of URA* transform ant 
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Lane M: Molecular marker 

1: wild type, o-h reaction 
2: wild type, 2-h reaction 
3: wild type, 4-h reaction 
4: wild type, 6-h reaction 
5: wild type, 24-h reaction 
6: distilled water + hPTH, o-h reactior 
7: mutant strain, o-h reaction 
8: mutant strain, 2-h reaction 
9: mutant strain, 4-h reaction 
10: mutant strain, 6-h reaction 
11: mutant strain, 24-h reaction 
12: hPTH 100 ng 
- 13: hPTH 200 ng 
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Lane 1, 3, 5, 7, 9, 1 1 : 12hr after initiation of the cultivation 
Lane 2, 4, 6, 8, 10, 12 : 24hr after initiation of the cultivation 
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HSA-TIMP2 fusion gene 
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